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(57) Abstract: Cytokine production inhibitors containing 
as the active ingredient pyridine derivatives represented by 
the general formula (I) or salts thereof: (I) wherein X 1 is 
hydrogen, halogeno, nitro, trifluoromethyl, alkyl, or cyano; 
X 2 is hydrogen, trifluoromethyl, or alkyl; X 3 is hydrogen, 
halogeno, trifluoromethyl, alkyl, alkoxycarbonyl, nitro, cyano, 
or methylsulfonyl; X 4 is hydrogen, halogeno, trifluoromethyl, 
alkyl, or alkoxy; T is O, S, SO, S0 2 , or NH; Y is halogeno, 
optionally substituted alkyl, optionally substituted alkoxy, nitro, hydroxyl, alkylsulfonylamino, optionally alkylated amino, 
alkylcarbonylamino, cycloalkylcarbonylamino, alkoxy- carbonylamino, alkoxycarbonylalkylamino, hydroxycarbonyl- alkylamino, 
or O-A-COZ; and n is an integer of 0 to 5. 
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?un;— ;k myayy\ y F ^« ^>7°>m, Hy^-ymm, 
tf^>igMmxx^;na, ^^u;«B6^-hu^A, xfTU^/^utu 

h\ ^y?°y, ^mmcDMtmk en, xttux *^^a*^-, 7j<*^Mfi 
mm, ^'jtu >, ^>y>#©#s^ ts^-^y, ^>y~r 

<^-e^, m^-«vf^& ?im, "fyy'y, ftx-tm, mtMmm, ^^-u 
^©ag^u ^ 5 yts y^r ym<Dmm$mmm^^z> „ 

^©^tB Z&tFT S fc: BR b T fct, ffifr 1 1/ T^*^^0 ©&©££< <f£ffl-e# 

->x^ 1/ > v ;i/ >|ga&mxx £i^f £ £ t § „ £©m 
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m <d mm & % mm mm * \zs l * r *> <t v * „ 

ffiJ&W 1 ~ 7 011%, £f£L<«5~5 oii%tts©^s*tv^ 

ttgij^- ©ffi gsB©ea# izm c ttmum um^tc mm pwfcs-^s 

Jg&SI, ISJMrlk jgffiftK WJ, ^Iif®fTt#T5ui 

ia##fi:^IB+fc^rS&^* i~i o o 0mg-£;r&b2&£©j&*MSLv\. 

<^^M 1 > 

a -[4- (6-^nn-4-hU y)V^ru^)V-l-\±^^)V^Hr) y^S^is] 7°nt:t> 
tn-7^JH^fJl/ Wfr&toNo. 32) 

(1) 0. B^^/TKUft* U ^7 A cox^ y — ;i4g»t28ml * fc4-^;V# :7° h 7 x 7 — ;M. 
75g*^MTiW^tfc. £©^#j£50~60°C(;rjrai&U 20#IHI»#&* 2,6-i^a 
n-4-hU y)V^u^)V\i D 5?>3. 0g£8§;Unl/fc„ ^©^45^MMr^bfe^ 

) TSiLT> M^173-174 0 C©4-(6-^nn-4-hy 7 )V#U *^)\,-2-¥V 
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ft)7xy-;V (-ffr&l&No. 288) 3. 55g £#7c<, 

(2) ±SB (1) T?#^tlfe4- (6-^ n D-4- h U y )V^r u ^ )V-l-\i 0 SW^rfr) 7i 
y— ;i/ Offc^No. 288) 2. OOg. CK-^nt^ntf^^n-^^l/XX^H. 51g, 
&£7Rjs*M# U ^AO. 99g*«k^5 1 ;Vx5 t ;i/^r h >20ml£?M£-U 7B#P H t Mnl&M^ 

2-tfU 7x/^>] 7 0 Dk't>in-^Jl'X7f;V (fb^-t/No. 32) 1. 76 

g £#fco 

<^M2> 

ii/iS^^xxr^ (ft^No. 10) 

(1) 4-^JW7°b7xy-JW7. lg, thU7A^^7-h (28%^/-;W«) 15 
. . 3g&£^3 7 /-;H^m00mL£^l§rU 2l$M»#gk 2, 3-^DD-5-h'J7 

;i/^-ny^;vtfu^>io. og^»bfeo ^(DmA^m^wTWiWvr^ fcmm 

^7K400ml^a^^, ^Hbfe^--r;i/^&Mx^;V200mlTfflmb, 3£7k^ 
t h U iffiTflll^^bT, i$^123-124°C(Z)4-(3-^nn-5- 

hU7j^D^f;v-2-t"U^ft) (fcilrtJNo. 278) 20. 5g 

o 

(2) ±SB (l) 7?# e>nfc4- (3-^7 n n-5- h U y)VJru* ^)V-2- 1° U 7 x 

(fc"£-#)No. 278) 1. OOg, a -7n 1 7 x XJM^ f jPxXfM 90g, M 

7kmM%vy&o. ttg&<kU*^)wyy^)V5-h>im&n&h, 2p#p h iioo o ck: 

: 5^ffi) Tff®bT, @W#J-C^^M^73-74°C©Q!-[4-(3-^nn-5-hU y)V 

tD^fjH-k 0| Jyj^t)7i7 4 : >'] -a-^a:x;i/^®y^;vx7;^-;i/ ttb 
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-g-^jNo. 10) 0. 91g ^#7Co 
<^^>I3> 

a-[4-(3-7nn-5-HJ y Jl^ru^^JV-2-}£ U 7 olJ 3t->] -a-y^~ 

jvmm (it&mo. id co&m 

a- [4- (3-7 n n-5- b U ^;l/^P ^^;V-2-b° U 7xy^^>]-a-7i 
^SI^^I/XXtJV (^t/No. 10) 0. 40g*5^m, 4>?^i7->6nil&^# 
, lN-Na0H7K^4ml^^tlPbfc o ^(DmVM^UTmWVtzim, S^^7K400 

mnc&^&^> m-mm\zxmmzmMvt£&, Mx^;i/50miTififfibfc o 

h U 7 AT'^M, MffiTlM^fSLT, M91-93°C<D a- [ 
4- (3-7 □ D-5- h >J 7 )V3r u * ^Jl/-2- 1: U -J)V^) 7 x; / 3rS/] - a - 7 :x x;V 

mm ut&mo. id o. 21 g &%tz. 0 

a-[4-(3-7nn-5-HJ 7MP^^H-t°U z?)Vtt) 7x7^F'>]-a-7xy 

^->H^mx^;i/xx^;i/ (fc^No. 19) <t^j& 

(1) 4- (3-7 n D-5- h 'J 7jVt D ^^^-2-^ U y^^t) 7x;-Jl/ (ik&mo. 2 
78) 10. Og, a^ntfixfJVxxf^e. 6g, W^mM* U 7A5. 5g£>«£r£^ 

77fi^h> 100ml £?f^U 3Bt^l00 o C^TMTTSJ^$i^7Co K 
JSHTf£> ^LT^&, ^7K500mlff^a^^> !£Mx^;V200ml7:;teffiU 

*87- 88°C (Da- [A- (3-7 n n-5- h U 7)l^U* ^)V-2-\i U 7x/^r 
yl-ff-ilxfJI/lXTJV (fc-grtlNo. 15) 6. 6g £f#fc 0 

(2) ±fB (1) T?# 6 ntc a - [4- (3-7 n n-5- h U 7 )V^U ^)V-2-\i U *?)\r?3r) 
7x/^7]tiX^X7fiV (^%No. 15) l.Og, HlPtO. 4g, A I B NO. Olg 
^cfcOW^MSt 20ml £^-£rU §Ilf t 5 2^r 9 13nilST b fco 

TU, ^UT^e>, ^TKlOOml^^a^^ @1^X5P;i/50mlTj[tltt5U 
ith'J7AT«E MEET^lt^^icU it©a-[4-(3-7nn-5-h'J 
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M)0. 88g £#fco 

(3) ±m (4) T#£>nfc a - [4- (3-7 nn-5-h U y *^)V-2-\Z U 

o iiil ^ U * J W 7 A ^ n T h 7 7 - (^i7-> : itXfJV=9 : 
TffSbT> I §it O a - [4- (3-7 D D-5- h U 7JVt D ^ 

)V-2-}iVi?)i^jr) 7 x y + - a - 7 x ; ^ ^s^ix^JVx;; ab-^No. l 

9) 0. 09g £#fc 0 
<^M5> 

a-[4-(3-7nn-5-hU7Mn^ ^;V-2- fc° U *J)Vtt) 7x/^>]-a-7x7 

3^>#H (fl^t/No. 20) 

a-[4-(3-7Dn-5-h'J7Mn/ ^;V-2- 1° U ynS^-i/l-a-y*. 
y^«x?JVX7;fJl/ Ofc-^No. 19) 0. 07g43J:^l, 4^^i7->lml^^'a- 

(D^MtRM^ h U ^ATM, MJETfci£&£@*bT, M^103°C© a- [ 
4- (3-7 a D -5- h U yJV-t n ^ ^JV-2- tf U ¥)Vtt) 7x;^>]-a-7xy+y 

mm. uk&mo. 20) 0. 07g £#fc 0 

<^^!l 6 > 

N-4-7 n n7ix;v-«-[4- (3-7 n n-5- h U y)V^ru^)V-2-M U Vfrtt) 7 

x;^>]7°Dt°t>i75F (fcl^JNo. 54) 

(l)4-(3-7nn-5-HJ y )VJs~u^)V-1-\L U 7x7-^ (fl^#JNo. 2 

78) 6. 4g, a-yn^yu Ht>iX^VxXf;R 6g, M7KmM7J U <7A3. 5g£> 

o ?^ILT)5^, ^7K300ml^^^^^> #Mx^;M50mlTftilffi 

U iS7j<.^M^" h U 7At^It, MJET^S^^bfco £ U # 
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, a & § ?MK© a - [4- (3-^7 nn-5-hU7 a y 3VV-2- tf U -J)V^Hr) 
7i/^y] ^Dtit^Xf JH^fJl/ Offr^No. 21) 6. 3g £#7c 0 

(2) (1) T# 5nfc a - [4- (3-^ D D-5- h U 7;i/t a U ^ft) :7x 
y^^ynk't^ixfJUXfJl/ (fl^tlNo. 21) 6. 0g43<ktfl, &Jrtt>l 
Oml^^m^ lN-Na0H7jc^30mlS^UPbfe o ^©miOO^M^MTm^bfciL 

fambfeo ^(om^M7^m± v u 7a«e ijETt^i^fitx, 1$ 

135-1 37^ © a - [4- (3-^ a D-5- h U ^;i/^n ^^;V-2-tf U v^V^) 7x7 + 
^]7°nt°t>S (-fb-a-tlNo. 41) 5. Og £#7c 0 

(3) (2) t?# & tlfc a - [4- (3-^7 DD-5-h U y)VJru* 5MV-2- tf U 5?)Vtt) 7 x 

y ^i/] y°n b°?T>m ttb-^No. 41) 3. Og&J;0^fb^;f x;i/8. Og£Sl?SiaT 
2 iSMflBfcbfcgfc, MJBET*£J&©*ftte3^x;v£@^b*fi*fc© a - [4- (3-^ a 
d-5- h U 7 )V3r d ;* ^;i/-2- bf U i?)Vtt) 7i/^^]7ok°t>i7nU F © 
&MtJ3. 2g£#7c 0 

(4) 4-7nD7x'J >0. 16g*«fc^h7b: H a 7 ^ >20ml (3)T#£» 
tilt a- [4- (3-^7 d D-5- h U 7 Jl^n ;V-2-tf D z^JV^) 7i7 7°D tf 
t>l7DU HO. 50g£?&Tb tfiT2i^f#tfco SJK*t**50ml fca^ji 
^ W^X^;i/50mlTttmbfeo ^©iKS&aRliMfcJ- b U >7A«II, MET 

: B1&X5\>]/=l:l@tB) TffiSbT, @^T££It&180~181T;©N-4-^DD 
7x^-a-[4-(3-7na-5-b U 7Mn^ ^;i/-2-tf U -J)V^) y x J 
7°Dk°t>f7$F (fls£4feNo. 54) 0. 31g £#fco 

(5) - a- [4- (3-^ p d-5- hU^;V^D^^;V-2-tfU^^) 7i/+y] 7°D 

tf^->Mx^;i/xx^;v ab-o-tiNo. 120) ©£•/& 

(l) 4- (3-^7 d d-5- h u yjv^-u * ^;v-2-b° u 7 x y — ;v Wb^t/No. 2 

78) 2. 8g> (R)-(+)-Q{-^D ; EyDti^->^X^;Vxx^;H. 7g, W^mMts U ^ 
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Al. 9g43<fctf;>WWV:/^^h>30ml&ii-&U 5B#r B 1100°C^TMTTS 

ILT, m^m^fc^mXe) (S) - o-[4-(3-^DD-5-h'J :77>:tn^;i/-2-t! 
UvW^t) 7x/^>] ^nh°t>lXfJHXf;V (-ffc^No. 120) 1. 6g 

8 > 

(S)-a-[4- (3-^ DD-5- h 'J 7JWn^^M-lf U 7^J*z/] 7 P n 

ti^S? (-fb^No. 121) 
1§r/$M 7 S> tlfe ( S ) - a - [A- (3-^7 n D-5- h U 7)V* U * ^)V-2- 1° U i?)V 

^Or) y^/^] ^°ntf^->mx^;vxx^;i/ (ih^mo. 120) l. Og*«fcm, 4^ 

tt-Vr>m\&m&&-> lN-NaOH/K^&l^^jPb 7c o ^©t4lliSfiTI#b 

M«^7Xioomi^a^^, m-m.m\zxmmzmmvr^ mm^w 

, it&99-102T:© (S) - a - [4- (3-^ n D-5- h U 7JVtP^f J^2-h° U ^^ft 
)7iy^y]7°Dk°t>i Ub&mo. 121) 0. 57g £#fc= 
<1%J$M 9 > 

(R) - a- [4- (3-^nn-5-hU 7 )VitrU*?-)V-l-\Z W 7i^~>] 7°D 
Ift^Hx^I/XXT^ (ib^No. 118) 

(D4-(3-^an-5-hUy;i/?rn^5 1 ;i/-2-tf us?;v^) 7x;-Ji/ Ofb-g-tmo. 2 

78) 2. 8g, (S) - (-) - a-^D^yn b°t >tx? JI/XXtJH. 7g, ftfcfc#t&# U 
«^A1. 9g^«fc^^^;W V:/^;Kr h>30ml U 5^IW100*C fcTiDSTFT 
HJtS^^rfeo KJfcJ&TSk ?HflbT#>6, ^^OOmWcft^jA^ fttx^HO 

fgLT, SW«rr*2>Jl& J tK© (R) - a- [4- a D-5- hU ^;l/^n^^;V-2- 

U v^V^) 7x;+y] 7°ntft>ixf;vxxf^ Ofc^No. 118) 1. 9g § 
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<&}&M i o > 

(R) - a- [4- (3-27 n n-5- h U 7)V*U*7*)V-2-\ZV *?)\r?3r) 7x/+y]^D 

fc!:t>Bfc (4k&mo. 119) o^fiJc 

9 Tftenfe (R) - a - [4- (3-7 a D-5- h U 7)V^a *^)V-l-M U >W 
^) :7x/3r->] ^ntft>®x^xxfJl' (-fb-^No. 118) I. 2g33«ktfl, AV 
^•y->10ml^ig^, lN-NaOH*iS*5ml&«inbfc- ^©^4B#r^^Tjt#b 

, 110-112'Cco (R) — a-[4- (3-^nn-5-h U 7^d^^V-2-HU 5?;V3=- 

7x/+y] 7°Dt°t>i tfb'&fl&No. 119) 0. 92g 
<^-^M 1 1 > 

N-3--T V J^U" W JP- (S) - a - [4- (3-^ a D-5- h U 7;Wn^ ^)V-2- h° U 5? 
JW)7x;^>]7Dl:t>i75H (fl^&No. 125) 

(l)^8T#5nfc(S) - a- [4- (3-7 n D-5- h U 7 )V3r U * ^ )V-1-\± U 5? 
J^t)7x;^>]7al:t>i Ofc'&toNo. 121) 0. 38g*«fcr^ft-ft:^r:;V3g* 
2gif^i&T 2 BfMff «JEET*jR«©ift^5 t ^-n;i/*S*b?ftJKcD (s) 
- a - [4- (3-7 a n-5- h U 7J^n ^W-H U 7z/^>] 7nh°t 

>i7nu F©ffi«*0. 37g£#fc 0 

(2) 3-75 7-f V^UV— ;V0. 09g^cfc^b^t HD7^>10ml*jg'&lfe, (1 
m#£>tlfc(S) - a -[4- (3-^ D D-5- h U 7jPt n ^ U 7 

7^>]7°Dt°t>17D'J H0.37g©-5 i h7t:HD7 7>iS9R2mlS»TL 
T2B#fm1jt#bfeo S^£zk50mlK:i£^&^ @^x^;i/50mlTffiffib7c o 
CD«&«67KfitBfe± h U 7ATSiE «BETfc»ji*a*bfc. iiHI§'>U 
A^7A7D7h777^f- (^1t-> : «x=P;V=65:35Mffl) 7?M®b 
T, @W«&£il&120~123 o C©N-3-f V ttW'C )V- (S) - a-[4-(3-7D 

n-5- hi) 7)]/3ru*^)V-l-\±V i?)Vtt) 7x^7] 7 0 nb 0 ^->ltT^ F (ft 

^No. 125) 0. 31g &#fca 
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<&&m 1 2 > 

N-3--T Vtt^M )V- (R) - a-[A- (1-2 D D-5- h U 7 u ^ )V-2-¥ U ^ 
;W)7i/^y]^DHt>i75F (rt^rtlNo. 124) OD^E 

(1) -a-^M 1 0 T?#£>nfc (R) - a - [4- (3-^7 nn -5- h U 7MU*^)V-2-)£V 
*J)\>^)7^J*is]7°U\i3r>m Ofc^ttNo. 119) 0. 38g^«fctX^b^5*-— ;V3g 

) - a -[4- (Z-&uu-5-hV 7 )V*u*^)\r-2-}*V ^ac/^] ynf 

t>t^DU F©fiM30. 39g£#7c„ 

(2) 3-T5 7^V^i7-V^;V0. 09g^J;^>h^t HD^^>10ml^?M'&^ (1 
)-e#e»nfe(R) - a-[4-(3-^nn-5-hU 7)V^ru^)V-2-\L^)~J)V^) >*:c 
y^>]7 0 nh°t>i^n'J HO. 39g©^h^ t Fn:7^>^«nl£?ifTb 

*yjW7A^D7h^77^- (^i7-> : @tmx^;i/=65:35Mm) T?*S®b 
T> g»T^^Il*119~122°CCDN-3--rV^l7-VV;i'-(R) -a-[4-(3-^D 
n-5- h U 7Mn^^H-k°U ^ft) 7i7^v']7 0 nk 0 t>175 H (-ft: 

£-#jNo. 124) 0. 29g 
<£r#cM 1 3 > 

2- [4- (3-27 a n-5- b U y)V^ru^)]r-l-}± U V)V?"*) 7^; ^zA -7°n tf*-- 
MJ;P (te^No. 301) ©£rj& 

4- (3-:7 D D-5- h U 7^to ^fJW2-k 0 U yJV^t) 7^J—)l> (ft^WNo. 27 

8) 2. 3g, 2-7*Dt7 o Dtt-h'J;H.0g, U ^Ai. 6g^<fcrjc^^;w 

V:/^;Kr h> 20ml 3^K100 < CfcTjDiftTT i RJfS$^-fco Rje^Tft 

, ?&aiL/T^5, ?Mcl00ml*fc:&tf3&2K @1&x^;V50ml*T?ft&tBU &E7K«^- 

?h^77^ (^1j-> : #mx^;V=92 : 8Mffi) TiibT, B$*79-80°C 
©2- [4- (3-# D n-5- h U 7MU ^)V-2-\i U 7 a^y 4^>] -7°u b°^" 

xhU;V Ofb^tlNo. 301) 1. 6g £#7Co 



WO 03/068744 



PCT/JP03/01712 



32 

<&mw 1 4 > 

5- (1- [4- d D-5- h U ^;i/-2-H U *?)\r?3r) 7x;+^X5 1 JH ) - 

1H-7- h 7 ;p Ofb^No. 302) 

^J&M 1 3 T?#e»nfc2- [4- (3-^7 p D-5- h U 7)l>*n*^)V-2-\fV Vft>tt) 
7xy^>]-7°nk°^b'JJl/ (te##lNo.301) 0. 6g, V U ^AO. llg, 

^ffcTV^EX^A 0. 09g^J;r>^^^;V^;l/AT^ F 10ml£?Il^U 120°C^T 

= 5 : 5M{±S) TiiLT, H&171- 174°C©5- (1- [4- (3-^ D n-5- h U 7)V3ru 

* 5^;v-2-tf u ^ x y ^x^M ) -ih-t- h ^ ;v (te-^No. 302) o 

. 26g £#fc 0 

<<£r*£$l i 5 > 

as - [4- (3-27 n n-5- h U 7Mn^ ^-)V-2- \± U -J)V^) -3, 5-5^:7 D7i; 

^->]ynb°^->m (fc^fclNo. 207) 

(1) 0. B^E^/zKBI-fcA U ^AWX^y-jWW. 15ml *tc: 3, 5-5?7;V^*n-4-^;V 
7J h 7 x 7 — ;KWuft 57~58°C) 499mg*SfiTJn>Lfc. £©M'£#f ; £50~60 < C 
fcMU 20^|HHJl#tfe, 2, 3-^27 □ n-5- hU^;V^-ny^;Vh°U^>665mg^ 

«ftBbfcifgfti£5^ Sibt, M^139~142 c CcD4-(3-27nn- 
5-hU ^;V^n^^;V-2-fc°U^;V^)-3, 5-^7MD7x;-Jl' OffrS-tJNo. 3 
27) 951mg ^#/to 

(2) ±|B (1) 7?#e>n/t4- (3-i7 n n-5- h U y)V^rU^)V-2-\i U -3, 5- 
^7;i/tn7x;-Jl/ (<fbl=rtlNo. 327) 0. 90g, a-7Dt7Dk s t>iX^X 
X5^M). 48g, #i7KiK»*U^A0.36g^«fc^9 1 ;VX5 ; ;i/^rh>10ml*S'&U 8 

*bfeo jS#§M£ V U * ^;i/7J 7A77DTh7f77^- (^l7->:@t^X^ 
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)l>=9 : imm) TilbT, if 111© a - [4- (3-^7 D D-5- h 'J 7 JVt n ^ f 
;P-2-HU^;i/^)-3, 5-^7MD7x;+->] 7 , nh°t>ix^H7fil' ( 
-fb'&WNo. 203) 0. 86g £#fc„ 

(3) _tfB (2) TitSti/c a - [4- (3-# nn-5- h U yMu^)V-l-\L U Vfrtt) - 
3, 5-77Mn7i;+'>] 7DHt>ix^X7T^ Ofb-g-^No. 203) 482mg 
:fc«fctf 1, 4-> ? ^^+l->5ml©?B'&^^, 8N-Na0H7K?«348mgi:7jc4ml©^'g-|^^ 
Jn^.feo ^-©^5B#r B 1S?M#L>7c^ S^^7K40ml4 1 ^^^^ 1. 5JH£M 

WC(D a- [4- (3-^7 d D-5- h U 7J^n^5 1 Jl/-2-b° U V)Vtt) -3, 5-^:7^0 
7i/^]7'nlft>S (ib&mo. 207) 462mg^#7tc 
<^M 1 6 > 

a- [4- (3-£? d d-5- h U yJV^ d * ^)V-2- k° U -2, ?>—Jy)V^r D7i7 

*z/]7utt>M (fl^tJNo. 206) 

(1) 0. b^EJV/yimittiV^AOX.^ J-)Vmm. Sml't'K^, 3-v>:7;i/;tD-4-^;k*7 
7°h7xy-;KE^ 39~41 C C) 0. 694g£^TJjn*.7Co £©?gl^£50~60 o C^ 
Jnil&U 20^Wm#^ 2, 3-i^DD-5-b U :7;i/^D^;i/t: U ^>0. 924g£$s 
tnbfeo ^-c73^90^WMM?^bfefi:^U^-e^b, S«^^7K40mnca^ 
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n 


Q 
O 


2-CH 3 , 3-CH 3 , 4-OH 


MM. 150-152 °C 


311 


CI 


H 


CF 3 


l_l 

n 


Q 
O 


2-CH 3 , 6-CH 3 , 4-OH 


HUft 1 4 5-1 4 7TC 


312 


CI 


H 


CF 3 


n 


Q 
O 


2-CH 3 , 5-CH 3 , 4-OH 


107-109 °C 


313 


CI 


H 


CF 3 


n 


Q 
O 


2-t— Bu, 4-OH 


MM. 142-143 °C 


314 


CI 


H 


CF 3 


i_i 
n 


Q 
O 


3-t— Bu, 4-OH 


129-13 1°C 


315 


CI 


H 


CF 3 


i— i 
n 


o 
o 


2-CI, 4-OH 


it& 131-132*0 


316 


H 


H 


CF 3 


n 


o 
o 


2-CI, 4-OH 


MM 130-13 1°C 


317 


CI 


H 


CF 3 


i i 


o 
o 


3-CI, 4-OH 


M& 9 5 - 9 6 °C 


318 


CI 


H 


CF 3 


H 
i i 




3-OH,4-OCH 3 


121-123*0 


319 


CI 


H 


CF 3 


H 


s 


2-OCH 3 , 4-OH 


MA 139-1410 


320 


CI 


H 


CF 3 


H 


s 


3-F, 4-OH 


115-1170 


321 


CI 


H 


CF 3 


H 


s 


2-F, 4-OH 


118-1190 


322 


CI 


H 


CF 3 


H 


s 


3-OCH(CH 3 )COOH, 4-OCH 3 


M& 158-160 0 


323 


Br 


H 


CF 3 


H 


s 


4-OH 


MA 129-1320 


324 


F 


H 


CF 3 


H 


s 


4-OH 


MM. 121-126 °C 


325 


CI 


H 


CF 3 


H 


s 


4-OH, 2-F, 5-F 


j&£ 1 3 6 O 


326 


CI 


H 


CF 3 


H 


s 


3-F, 5-F, 4-OH 


m&l 3 1 - 1 3 4°C 


327 


CI 


H 


CF 3 


H 


s 


2-F, 6-F, 4-OH 


1^1 3 9-1 4 2 °C 


328 


CI 


H 


CF 3 


H 


s 


2-F, 3-F, 4-OH 


it& 125-128 °C 
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x 3 ^ 

ii 9 


X 2 

TO- 

N 


X 1 


No. 


x 1 


x 2 


x 3 


x 4 


r 


(Y) n 




329 


Br 


H 


CF 3 


H 


s 


2-F, 6-F, 4-0 H 


m & 156-158 °C 


330 


Br 


H 


CF 3 


H 


s 


2-F, 3-F, 4-OH 


1 3 4 - 1 3 8 °C 


331 


CF 3 


H 


CF 3 


H 


s 


2-F, 6-F, 4-OH 


1 6 9 - 1 7 1 °C 


332 


CF 3 


H 


CF 3 


H 


s 


2-F, 3-F, 4-OH 


m& 148-1 5 0 *C 



feffMlfibfc. SPl3> #tfKR«±3£lte8rJK (pH8. 5) fcT10~20/ig 
/m 1 fcSTObfcirt^T.CD 3tni#:£9 6 7^»^yi/— hlC5 0 i± 1 /A 

®#fc#^ 1 0 %«M (F C S) ttRPM I mv 1 0 n g/m 1 fcSM 
bfcIL-2£50Ml /^^aifc. liittMM^TtefciC D 3 

^V^^ijftaflOOppio) £5 0 At 1 /7cTo#&U untdB a 1 b/C?W 
7 ~10Mfp) ©flMftfr^WSLfc 1X1 0 7 lH/m 1 ®a§IiS^ 10 0 
Ml/^^SEL/fc. -i ^-1*1 (3 7°C, 5%e*M#X) fcT^*4 

0~4 8Nr|W^ ^±^^HIJRb, EL I S Afet: W >S^*&S9 

{W&Th2^WhM>tW>^"D^=r>5 (IL-5) ft 

S»aThl^WhM>iLT^>^7xD>T (IFN-r) 
n^T©^»dTM)tbfc. BP'S, IL-5 Of IIS, ^T^^fELISAfe^Tfr 
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eNo. MM- 5 5 0 C) SMlfl (pH9. 5) \ZX 1 /Ag/ml^f^U 
5 0^1 /fcT~D 9 6 3-)]/~/V — h (IWAKL Code No. 3860-096) —fife 
(1 6~2 4Piri) 4°C{CTn-hb7to ^Ot, M3U 10%FCSt 

u >MM«^a^*i7jc P h 7 . 2 c/n «/ *>zrn yyy) \zx a 7 °cx 2 m 

myuy^ysfX^tz. (2 5 0 /il /K) o 7°U—b&0. 0 5 %Twe e n 2 0 
(±#^-Tt"X^ Code No. 281-51) £^trPBS (»ffi/t^7 7) 

4 Hlifei£U 5 0m l/TTf ^MtdT 1 Rrlffl-f >3Pn.^ 
-ML 4ft*ISf^fiJ&©feJ&, Un>tf^->hvj7X I L — 5 (R&Dy^fAX 
, Cod eNo. 4 0 5-ML) £4Mbfc 0 7°V— V £#fc#fflA*y 7 T £JB V* 
T4Hfife#U zr.^dEn:#:ibTlf^>*»7y birt^X I L-5|tl#: (7r 
— 5>5?x>, Code No. 18062D) 0 5%Tween2 0M7DyW 

;^77f:t0. 5/ig/mll:tiRb&fe©SM (50^1/70 , m&\zx 

7 > tf5^>««fc^;V^^^— if (ynif-TA, Code No. CJ30H001) £0. 0 5% 
Twe e n 2 0 tt^n y + >^;ty 7 7 let 8 0 OteSfrJRL&feO&ilJ*. (5 
0 /a 1/70 , S?&> 1 5^WK>Kbfco '7V-b^^n^7T^T4lHl?j , 5#b 
, TNBllif Code No. T-8665) 1 0 0 // 1 /T^^JP^-T 1 0-2 

oa-pg^^fe., i MM»$ i o o At i /fi&mxxB.ifo&w±$k, v-r 

5 0nm) aSbfcft&SWebfc. IFN-rCD^ml-^ lMiftibt7 7 h£rT^ 
XI FN-r*TL# (77-5>7x>, Code No. 18181D) , -W&mt LtHt 
^WR^y h^T^XIFN-rSn^ (77-5>>?x>, Code No. 18 11 2D) 

^XIFN-r (5?x>1f^ A> Code No. 3485) £#yBLfc„ T^^U^r— 

Mm (%) l£JH£S2 0~3 1 JC^bfeo ^^©No. «^#)No. 
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fflfflJ$ (%) = { 1 - (T-N) / (P-N) } X 1 0 0 
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2 0 



No. 


ll-5W£$Hffl& (%) 




1 


100 


100 


2 


84 • 


29 


3 


91 


97 


4 


97 


89 (lOppm) 


95 


0 (lOppm) 


5 


91 


59 (lOppm) 


87 


18 (lOppm) 


6 


98 


98 


7 


94 


67 (lOppm) 


43 


0 (lOppm) 


8 


93 


91 


9 


92 


41 


10 


98 


71 (lOppm) 


100 


0 (lOppm) 


11 


100 


64 (lOppm) 


100 


6 (lOppm) 


12 


99 


63 (lOppm) 


100 


0 (lOppm) 


13 


93 


68 


14 


95 


58 (lOppm) 


100 


0 (lOppm) 


15 


22 


23 


16 


45 


90 


17 


98 


100 


18 


95 


76 (lOppm) 


91 


0 (lOppm) 


19 


33 


38 


20 


100 


100 


21 


84 


33 


22 


100 


100 


23 


21 


24 
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2 1 



No. 


ii-m^wm (%) 




24 


80 


55 (lOppm) 


34 


0 (lOppm) 


25 


90 


53 (lOppm) 


85 


0 (lOppm) 


26 


31 


40 


27 


52 


51 


28 


27 


57 


29 


72 


11 


30 


47 


98 


31 


95 


100 


32 


70 


0 


33 


79 


79 


34 


89 


76 (lOppm) 


82 


2 (lOppm) 


35 


40 


19 


36 


60 


48 (lOppm) 


34 


2 (lOppm) 


37 


67 


54 (lOppm) 


23 


0 (lOppm) 


38 


97 


56 (lOppm) 


98 


0 (lOppm) 


39 


84 


97 


40 


99 


99 


41 


96 


89 (lOppm) 


92 


0 (lOppm) 


42 


84 




43 


82 




44 


96 




45 


100 


100 


46 


90 


9 


47 


75 


75 (lOppm) 


57 


13 (lOppm) 
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2 2 



No. 


ii-sm&mm (%) 


im- r m£$$mm (%) 


48 


100 


100 


49 


63 


49 


50 


80 


86 


51 


98 


32 UOppm) 


99 


0 (lOppm) 


52 


100 


100 


53 


65 


79 


54 


73 


14 


55 


100 


100 


56 


71 


89 


57 


40 


38 


58 


53 


100 


59 


98 


6 


60 


89 


64 (lOppm) 


97 


12 (lOppm) 


61 


21 (2ppm) 


5 (2ppm) 


62 


91 


25 


63 


88 


14 


64 


88 




75 


64 


51 (lOppm) 


40 


2 (lOppm) 


76 


54 


45 (lOppm) 


31 


0 (lOppm) 


77 


100 


74 (lOppm) 


100 


0 (lOppm) 


78 


90 


68 (lOppm) 


39 


3 (lOppm) 


79 


99 


85 (lOppm) 


100 


21 (lOppm) 


80 


75 


99 


81 


90 


80 (lOppm) 


40 


0 (lOppm) 
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2 3 



No. 


iL-m*kwmm (%) 


im- r m^.mmm (%) 


82 


61 


72 (lOppm) 


13 


0 (lOppm) 


83 


66 


95 


84 


32 


52 


85 


58 


50 (lOppm) 


22 


0 (lOppm) 


86 


100 


100 


87 


100 


48 (lOppm) 


100 


14 (lOppm) 


88 


100 


100 


89 


100 


100 


90 


100 


73 (lOppm) 


100 


0 (lOppm) 


91 


65 


71 (lOppm) 


39 


0 (lOppm) 


92 


99 


61 (lOppm) 


100 


9 (lOppm) 


93 


95 


71 (lOppm) 


100 


3 (lOppm) 


94 


95 


80 (lOppm) 


97 


0 (lOppm) 


95 


92 


77 (lOppm) 


96 


7 (lOppm) 


96 


93 


94 


97 


97 


68 (lOppm) 


99 


5 (lOppm) 


98 


89 


78 (lOppm) 


76 


0 (lOppm) 


99 


83 


73 (lOppm) 


97 


0 (lOppm) 


100 


99 


100 


101 


64 


75 


102 


100 


100 


103 


62 


33 (lOppm) 


88 


0 (lOppm) 


104 


100 


41 (lOppm) 


100 


0 (lOppm) 


105 


89 


95 
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2 4 



No. 


IL-5jS£#|JfW (%) 


IFN-r^£«JifM%) 


106 


61 


77 


107 


100 


100 


108 


99 


100 


109 


41 


78 


110 


59 


70 


111 


99 


52 (lOppm) 


100 


0 (lOppm) 


112 


99 


100 


113 


68 


76 


114 


100 


35 (lOppm) 


100 


0 (lOppm) 


115 


79 


76 (lOppm) 


56 


33 (lOppm) 


116 


88 


1 


117 


100 


59 (lOppm) 


100 


1 (lOppm) 


118 


73 


62 (lOppm) 


22 


0 (lOppm) 


119 


91 


70 (lOppm) 


67 


0 (lOppm) 


120 


90 (0. 88ppm) 


15 


121 


92 


87 (lOppm) 


76 


0 (lOppm) 


122 


33 


61 


123 


100 


100 


124 


99 


68 (lOppm) 


100 


0 (lOppm) 


125 


99 


91 (lOppm) 


99 


0 (lOppm) 


126 


27 


61 


127 


99 


49 (lOppm) 


100 


12 (lOppm) 


128 


91 


30 (lOppm) 


95 


0 (lOppm) 


129 


100 


100 


130 


79 


39 (lOppm) 


64 


6 (lOppm) 
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2 5 



No. 


1L-5W&$9M*£ (%) 


IFN-7J^£fM!MM%) 


131 


100 


47 (lOppm) 


100 


0 (lOppm) 


132 


90 


39 (lOppm) 


69 


6 (lOppm) 


133 


98 


37 (lOppm) 


100 


0 (lOppm) 


134 


92 


68 


135 


99 


68 (lOppm) 


99 


0 (lOppm) 


136 


Qfi 


Q3 


137 


Qfi 


R1 

O l 


138 


88 


30 


139 


100 


99 


140 


63 


25 


141 


57 


12 


142 


97 


94 


143 


100 


100 


144 


86 


39 


145 


77 


79 


146 


37 


0 


147 


100 


79 


148 


98 


68 


149 


99 


93 (lOppm) 


97 


0 (lOppm) 


150 


98 


64 


151 


100 


100 


152 


100 


100 


153 


96 


59 


154 


62 


52 (lOppm) 


0 


0 (lOppm) 


155 


88 


54 (lOppm) 


74 


0 (lOppm) 



WO 03/068744 



PCT/JP03/01712 



2 6 



No. 


u-m&fflfflm (%) 




156 


94 


74 (lOppm) 


48 


0 (lOppm) 


157 


87 


79 (lOppm) 


48 


11 (lOppm) 


158 


83 


23 


159 


88 


79 


160 


83 


o 


161 


96 


90 (lOppm) 


83 


0 (lOppm) 


162 


100 


90 (lOppm) 


99 


11 (lOppm) 


163 


95 


93 (lOppm) 


91 


4 (lOppm) 


164 


100 


74 (lOppm) 


100 


1 (lOppm) 


165 


78 


76 


166 


83 


60 (lOppm) 


60 


9 (lOppm) 


167 


92 


94 


168 


98 


37 (lOppm) 


100 


0 (lOppm) 


169 


96 


64 (lOppm) 


100 


0 (lOppm) 


170 


99 


100 


171 


93 


88 


172 


64 


30 


173 


90 


86 


174 


99 


100 1 


175 


98 


30 (lOppm) 


99 


0 (lOppm) 


176 


100 


37 (lOppm) 


100 


0 (lOppm) 


177 


100 


51 (lOppm) 


100 


0 (lOppm) 


178 


100 


100 1 


179 


89 


70 (lOppm) 


79 


0 (lOppm) | 


180 


75 


66 
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^2 7 



No 


ii-m^mm (%) 


im- r MtktWm (%) 


181 


100 


68 (lOppm) 


100 


0 (lOppm) 


182 


100 


100 


183 


96 


76 (lOppm) 


98 


0 (lOppm) 


184 


91 


91 


185 


34 


25° 


186 


95 


40 (lOppm) 


81 


0 (lOppm) 


187 


98 


36 (lOppm) 


99 


0 (lOppm) 


188 


91 


48 (lOppm) 


74 


0 (lOppm) 


189 


88 


22 


190 


90 


19 


191 


98 


87 (lOppm) 


93 


0 (lOppm) 


192 


89 


84 (lOppm) 


44 


0 (lOppm) 


193 


98 


88 (lOppm) 


98 


0 (lOppm) 


194 


99 


87 (lOppm) 


95 


6 (lOppm) 


195 


97 


89 (lOppm) 


96 


0 (lOppm) 


196 


76 


3 


197 


82 


0 


198 


98 


61 (lOppm) 


93 


0 (lOppm) 


199 


98 


82 (lOppm) 


82 


0 (lOppm) 


200 


97 


69 (lOppm) 


89 


0 (lOppm) 


201 


94 


77 (lOppm) 


93 


0 (lOppm) 


202 


67 


45 (lOppm) 


36 


0 (lOppm) 


203 


89 


9 


204 


84 


15 


205 


88 


85 
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2 8 



No. 


IL-5^3e#P« (%) 


im- r M&3W\m (%) 


206 


95 


84 (lOppm) 


95 


0 (lOppm) 


207 


97 


78 (lOppm) 


87 


0 (lOppm) 


208 


93 


87 (lOppm) 


59 


0 (lOppm) 


209 


99 


80 (lOppm) 


96 


0 (lOppm) 


233 


100 


100 


234 


99 


100 


235 


31 


13 


236 


62 


3 


237 


40 


25 


238 


66 


45 (lOppm) 


62 


7 (lOppm) 


239 


99 


100 


240 


67 




241 


33 (2ppm) 


24 (2ppm) 


242 


26 (2ppm) 


19 (2ppm) 


243 


100 


100 


244 


100 


100 


245 


99 


100 


246 


100 


100 


247 


96 


72 (lOppm) 


90 


0 (lOppm) 


248 


100 


100 


249 


100 


100 


250 


100 


43 (lOppm) 


100 


20 (lOppm) 


251 


99 


100 


252 


99 


100 
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2 9 



No. 


ii-m&mm (%) 


IM- r M£fflU& (%) 


253 


91 


90 


254 


26 


44 


255 


100 


100 


256 


99 


100 


257 


100 


100 


258 


78 


88 


259 


99 


96 


260 


97 


100 


261 


100 


100 


262 


100 


100 


263 


99 


99 


264 


96 


91 


265 


97 


99 


266 


42 (2ppm) 


30 (2ppm) 


267 


37 (2ppm) 


5 (2ppm) 


268 


62 (2ppm) 


75 (2ppm) 


269 


98 (32ppm) 


100 (32ppm) 


270 


98 (32ppm) 


89 (32ppm) 


271 


95 (32ppm) 


97 (32ppm) 


272 


88 (32ppm) 


96 (32ppm) 


273 


34 (2ppm) 


21 (2ppm) 


274 


100 




275 


37 


56 


276 


64 


73 
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3 0 



No. 


n-m^Mu^ (%) 




211 


100 


100 


278 


100 


100 


279 


100 


100 


280 


100 


100 


281 


100 


100 


282 


100 


100 


283 


100 


100 


284 


99 


100 


285 


100 


100 


286 


100 


100 


287 


100 


100 


288 


100 


100 


289 


100 


100 


290 


99 


100 


291 


100 


100 


292 


100 


100 


293 


100 


100 (lOppm) 


100 


38 (lOppm) 


294 


100 


100 


297 


100 


100 


298 


100 


100 


299 


97 


97 


300 


99 


99 


301 


100 


100 


302 


100 


56 (lOppm) 


100 


0 (lOppm) 


303 


79 


83 
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3 1 



No. 


ii-m^u^ (%) 


IFN-r^»J*(%) 


304 


100 


100 


305 


100 


100 


306 


96 


100 


307 


100 


100 


308 


100 


100 


309 


100 


100 


310 


100 


100 


311 


100 

JL \~r w 


100 


312 


100 


100 


313 


100 


100 


314 


100 

_1_ V«» V 


100 


315 


100 


100 


316 


100 


100 


317 


100 


100 


318 


100 


100 


319 


100 


100 


320 


100 


100 


321 


100 


99 


322 


77 


42 (lOppm) 


67 


0 (lOppm) 


323 


100 


100 


324 


100 


100 


325 


100 


47 (lOppm) 


100 


0 (lOppm) 


326 


100 


47 (lOppm) 


100 


20 (lOppm) 


327 


100 


100 


328 


100 


36 (lOppm) 


100 


16 (lOppm) 
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i»M2 (t^xtcd^jm (ova) mm i l- 5 m&te&vr zw^fmum) 

BALB/cY^X (B*XXXJ^>-J;DiA, It, 5~8Mi) (DBiTte 
77A7ya/t>h GSST^SXa^A^'J^A, ^^^X^%t®No. 017- 
27) 2mgt*fcilbfct77J^5> (OVA) (SIGMAMNo. A-5503) 0 
. 2mg/EE£&&bfco ^©2 51M^ 5 m g/m 1 ©OVA4IM10. 
2ml mx©I^CS#M>^-n^ + >- 5 (IL-5) <DM&&M 

mvrco ^£\z6mmmz~?vx&mn%x\zx&%m'Z^ pH7. 2©o. o 

1MU >MMW&M&&fr (PBS) 2ml ^lE^tSAb, < SUA* 

JKJISl«£|Hl'Kbfc 0 HI«^^/JnM^M 1 0, 0 0 0 r pm, 4°C 
, 1 O^fflim ±t^H|iRb}|»*T-8 OttTMMtfco I L — 
5^£*teU mmtmWiCDEL I S A^^«fct)SO^bfco #^fcl%#JWu OVA 

#lNo. ^St. 



3 2 



No. 


mg/k g 




(%) 


18 9 


2 0 0 




3 3 


15 9 


2 0 0 


J£T 


4 4 


19 9 


2 0 0 




6 8 


2 0 7 


2 0 0 


1ST 


7 9 


2 0 7 


3 0 0 




7 7 


2 0 6 


3 0 0 


IP 


3 9 


119 


3 0 0 




5 2 


12 1 


3 0 0 




4 1 


16 4 


3 0 0 




5 4 


6 3 


3 0 0 




5 8 
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umms c?r)xT©ttg (ova) m&i&&&&m\ztt? zimm&nm) 

BALB/cVW (B*XXXJl/>'- ( fcOlX, ffi, 5 -8MB) (D&TFtZ. 
77A7^a/t>h (*fft:7Jl/$X^A^K LSLftlNo. LG-6 0 0 
0) 2mgi^tilb^77^7^> (OVA) (SIGMA*±®No. A-5503) 1 
0 /i g/E^Mbfe„ -€-6D2®P H m SS^ifcOVA^BlStfc. 2|U 
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